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I. Basis of the report 



1 . With regard to the elements of the international application-* 
the international application as originally filed, 
the description: 

pages 1-14 as originally filed 

pages NONE , filed with the demand 

Pages NONE t filed with the letter of 

the claims: 

pages NONE t as originally filed 

pa S es NQNE , as amended (together with any statement) under Article 19 

pages NONE , filed with the demand 

P a S es Itll , filed with the letter of 18 August 2004 (18.08.2004^ 

the drawings: 

Pages H2 t as originally filed 

Pages NONE , filed with the demand 

Pages NONE , filed with the letter of 

the sequence listing part of the description: 

Pages NONE t as originally filed 

Pages NONE , filed with the demand 

Pages NONE , filed with the letter of 



With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language m which the international application was filed, unless otherwise indicated under this item. 

TTiese elements were available or furnished to this Authority in the following language which is: 

LJ the language of a translation furnished for the purposes of international search (under Rule23.1(b)). 
LJ the language of publication of the international application (under Rule 48.3(b)). 

□ die language of the translation furnished for the purposes of international preliininary exaxnination(under Rules 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application the 
internauonal preliminary examination was carried out on the basis of the sequence listing: 
I — contained in the international application in printed form. 
LJ filed together with the international application in computer readable form. 
I — furnished subsequently to this Authority in written form. 
I — furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

h^^^nftTrnlshed 1116 hlformati0n KCOlded ™ computer readable form is identical to the written sequence listing 
The amendments have resulted in the cancellation of 

the description, pages NONE 
[3 the claims, Nos. 22-28 
□ the drawings, sheets/fig NONE 

' ^ , been eSta " ished as if (some of > me amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70 2(c)) ** 

lis ^oTT^naUvf^ I™ Wshed to the receiving Office in response to an invitation under Article 14 are referred to in 

^ATrepZeZTs^ 7 T* '° TV*" *° d ° "°' COntain **> 70.16 and 70.17). 

Any replacement sheet containing such am endments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. STATEMENT 



Novelty (N) 


Claims 1-21 


YES 




Claims NONE 


NO 


Inventive Step (IS) 


Claims 2-5 and 8-21 


YES 




Claims 1,6 and 7 


NO 


Industrial Applicability (IA) 


Claims 1-21 


YES 




Claims NONE 


NO 



2. CITATIONS AND EXPLANATIONS 

1. Claims 1, 6 and 7 lack an inventive step under PCT Article 33(3) as being obvious over JP 1 1023558 (abstract). 

TOe reference teaches the peptides are separated by normal phase liquid chromatography using organic solvent, water, acid and/or 
amine m the mobile phase (abstract), which is obvious to the purification method of claims 1, 6 and 7. 

tJSf°l 2 ~ 5 -0? 8 " 21 me ? the 1 C " teria set out in PCT A"** 5 33(2M3), ^ause the prior art does not teach or fairly suggest a 
method of purifying a peptide or lipopeptide using a mobile phase modifier such as a substituted amine, an amino acid or amino acid 

3 Claims 1-21 meet the criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject matter 
claimed can be made or used in industry. J 

SLcT« ^a^T^I ame " dment subm *"ed on 18 August 2004, in which original claims 2-7 and 15 have been cancelled, 
claims 1, 8-14 and 16-28 have been amended, and all of the pending claims are renumbered to claims 1-21. 



NONE 



NEW CITATIONS 
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WHAT IS CLAIMED IS: 



1 . A method of purifying a peptide or a lipopeptide by using a mobile phase 
modifier in a normal phase chromatography system to improve the selectivity and/or productivity 

5 of the purification. 

2. The method as recited in claim 1 , wherein the mobile phase modifier is 
selected from a group consisting of an amine, an amino acid or an amino acid ester. 

10 3. The method as recited in claim 2, wherein the normal phase 

chromatography system includes a mobile phase and a stationary phase. 

4. The method as recited in claim 3, wherein the stationary phase is selected 
from silica gel and alumina. 

15 

5. The method as recited in claim 4, wherein the mobile phase is a solvent 
system comprising one or more solvents. 

6. The method as recited in claim 5, wherein the mobile phase modifier is an 

20 amine. 

7. The method as recited in Claim 6, wherein the amine is selected from the 
group consisting of: methylamine, ethylamine, diisopropylamine, diethylamine, dimethylamine, 
ethylmethylamine, triethylamine, propylamine, aniline and dimethylanihne. 



25 



8. The method as recited in claim 5, wherein the mobile phase modifier is an 
amino acid or amino acid ester. 



9. The method as recited in Claim 8, wherein the amino acid or amino acid 
30 ester mobile phase modifier is selected from the group consisting of: L-amino acids, D-amino 

acids, L-amino acid esters and D-amino acid esters. 

10. The method as recited in Claim 9, wherein the amino acid or amino acid 
ester mobile phase modifier is selected from: L-proline, D-proline, toms-4-hydroxy-L-proline, 
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frans-4-hydroxy-D-proline, glycine, L-threonine, D-threonine, I^lysine, D-lysine, L-methionine, 
D-methionine, D-valine, L- valine and esters of the aforementioned L-and D~amino acids. 

11. The method as recited in claim 10, wherein the amino acid is selected 
5 from: L-proline and D-proline. 

12. The method as recited in claim 5, wherein the normal phase 
chromatography system is for the purification of a peptide. 

10 13. The method as recited in claim 5, wherein the normal phase 

chromatography system is for the purification of a lipopeptide. 

14. The method as recited in claim 13, wherein the lipopeptide is a 
fermentation product precursor of caspofungin, micafungin, cilofungin, andulifungin and 

15 daptomycin. 

15. The method as recited in claim 14, wherein the lipopeptide is a 
pneumocandin Bo. 

20 16. The method as recited in claim 15, wherein the mobile phase modifier is 

an amine. 

17. The method as recited in Claim 16, wherein the amine mobile phase 
modifier is selected from the group consisting of: methylamine, ethylamine, diisopropylamine, 

25 diethylamine, dimethylamine, ethylmethylamine, triethylamine, propylamine, aniline and 
dimethylaniline. 

18. The method as recited in claim 15, wherein the mobile phase modifier is 
an amino acid or amino acid ester. 

30 

19. The method as recited in Claim 18, wherein the amino acid or amino acid 
ester mobile phase modifier is selected from the group consisting of: L-amino acids, D-amino 
acids, L-amino acid esters and D-amino acid esters. 

35 20. The method as in claim 19, wherein the stationary phase is silica gel. 
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21. The method as recited in Claim 20, wherein the amino acid or amino acid 
ester mobile phase modifier is selected from: L-proline, D-proline, rranj-4-hydroxy-L-proline, 
frans-4-hydroxy-D-proline, glycine, L-threonine, D-threonine, L-lysine, D-lysine, ^methionine, 

5 D-methionine, D- valine, L- valine and esters of the aforementioned L~and D-amino acids. 

22. The method as recited in claim 21 , wherein the mobile phase is a solvent 
system comprising water, methanol, and ethyl acetate. 

10 23. The method as recited in claim 22, wherein the amino acid mobile phase 

modifier is selected from: L-proline and D-proline. 

24. The method as recited in claim 12, wherein the peptide is oxytocin or 

bradykinin. 

15 

25. The method as recited in claim 24, wherein the mobile phase modifier is 

an amine. 

26. The method as recited in claim 24, wherein the mobile phase modifier is 
20 an amino acid or amino acid ester. 

27. The method as in claim 26, wherein the stationary phase is silica gel. 

28. A method of purifying a peptide or a lipopeptide by using a mobile phase 
25 modifier in a normal phase chromatography system to improve the selectivity and/or productivity 

of the purification, except that when the lipopeptide is Pneumocandin Bo, then the mobile phase 
modifier is not L-proline. 
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